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EPHB3 Controls Astrocyte-Microglia VT-001 is Highly Efficacious in 5xFAD (AB) and PS19 (tau) VT-001 Blocks Type-l IFN and Complement

Interactions that Drive Neuroinflammation

Mouse Models of AD Neuropathology Signatures in 5xFAD and PS19 Brain
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» VT-001 prevents cognitive deficits in 5XFAD mice in the Morris water maze VT-001 significantly decreases key inflammatory mechanisms in brain
L (MWM) and elevated plus maze (EPM) following 2 mos of dosing (6.5 — 8.5 m/o) known to drive synapse loss in AD:
« EPHB3 is an astrocyte (AST) receptor tyrosine kinase - N L . i i
) ) yte (AST) p_ 4 i + VT-001 prevents cognitive deficits in PS19 mice in the MWM, EPM, social + Type I IFN protein levels (IFNA2) in 5XFAD neocortex
* Binds EFNBS ligand presented on microglia (MG) preference test (not shown) following 3 mos of dosing (6 — 9 m/o) « Clec7a* microglia (Type | IFN driver) in 5XFAD neocortex
» This AST-MG interaction drives neuroinflammation . . —_— ST o ) )
+ Unique efficacy profile: highly efficacious in amyloidosis and tauopathy models - Complement components and receptors in 5xFAD and PS19 brain

* Therapeutic Goal = inhibit EPHB3 to protect neurons

EPHB3 Activation is Highly Co-Localized with

VT-001 Rescues Proteomic Signatures of AD Synapse VT-001 May Restore Memory by Increasing

AB Plaque-Induced Gene (PIG) Response in AD Pathology in 5xFAD CSF

Inhibition in AD Memory Circuits (snRNA-seq)
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